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10 So 

5-fuh h^oti^^t, ^) ^^>Rm^mm<Dim^m^n^ 

mtZtlZo ^$m\z\%, 5 - F UttSf^ k F n t? U a y>ft F if 
(DihydroPyrimidine Dehydrogenase : j£TF> DPD<ht>Vi5) ©flsfllfc^O 5 - 
25 7MDyhHO'77yJV (5-Fluoro Dihydrouracil : OT> FDHUifel^) 
£&D, &wrv?fc Fnk°U if (Dihydropyrimidenase : OT* DHPase 

(BI1#M) 0 

&#Sftfc5-FU<Z)#5l8 0&»£©ft!&^T##$n (Cancer (Phi la), 68, 
30 499-501, 1991), $ £> t £©ftfH^©#t&lMSfcj:D P DT*5 H i«$tlT 


^5 (Cancer Res., 47: 2203-2206, 1987)„ ioT, DPD^LfcDDPD 

5l#jerTWIH4^a&S (Cancer. Inves. 11 (2) : 239-240, 1993) c DPD 

(J. Clin. Oncol., 12: 2248-2253, 1994 ; Adv. Exp. Med. Biol. , 431: 811-816, 1998) D 
HO&fc, Wk\Z&^T\t, 5-FU<bSIf^fflSB&ifc*r5^:86, DPD»D 

DPD^gjefcloVvrfcJu *^«^©DPD^tt^iJ^-r-2>^ffi 
^ffllAStlTV^tf* (Cancer Res., 53: 5433-5438, 1993; Phermacogenet ics. 4: 
301-306. 1994 ; J. Inherited.Metab.Dis. , 16: 574-576, 1993), *<0$®fe\Z\-£fo 

mm^nomm^mmtm^m^^mtr^r^ 5 - f u&^mmztt-t&x 

MH#«*fcBBj$nT^e>-r, DPDm mz^<D^&.(Dmm^m^u< 
5 - f u^feo^w^^^, $ ^ tcD p d*£& sbwt nmmt 

^&ffl*#Sfc#£>£#l*3© tf U 5 ^>fti^f§:£li¥^S&?iJffl L.TffiM{cS'J^ 


*mnm\z, tf u s v yi-m^mmommtt^ tf u s v >it&mz, #p?v 

*t»rr § ^ ^(D«#aj^ tf u ^ 
$i?>fflm&<Dmi&jmz&^T* 5-FU£#&&£T§#a<Dtfu^v>^ 

T^fc-fe^^tt, rra i 6 \zmi § tf u ^ > ? >^«wjs»j-t * 

20 5 : 

^ 2 . tf u 5 ^>ft^*fctt^©f^i»w tf u 5 v>im%&m<DM&ti3LZ> 

< it) 1«T&3^2 tC|B«(7Dtf U 5 y>«M^m 

^ 4 . tf ^>fl^*fcfci^<BfW&at, 5 - y)V*uy 7 v;k # ^ *>;k 

^5>, 5-7Mo^tHD^7yik ^tHo^^yJk ^tFDf5X 
30 7MP-j3-^KH^ot:t>i, IS-^W^Dlft^i, 


flJ 


K3n^M<ifci mv& &m mm 3 izm&o tf u ^ v >^mm^m. 
m 5 . c ifciio©/>a< i t> 1 -otinm&i&vm&ztirz tf u 5 ^>{t^*^ 

m6. ihi^^ i3 c, 14 c, l8 oRtf i5 N^&3^sp^e»s^$nsvi-rn^ 

Mo 

^ 7 . mmme m^rn^zmmo) tf u ^ ?>msmmmsm%wmiz& 

^ 8 . ^ 1 6 (Durnfrizmmv tf u 5 ^>^^mj^»j^«^#(-s 

-rs tf u 5 i?>{mrn&<Dmmjtto 

m9. m 1 6 ©v^rna^-iBB© tf u ^ 

#u ^^tc^m^ns^^ac o 2 ^s&&aij5t"rs z tf 

mi 0. aij^-r^»tfU5v>^«i4^\ >?kh*Dt:ij5$?>fkFD^-f, 

v t: H P tf U ^ tf&tf 0 -")Hh7D h!^-i?«k 0 fcSifcfc 6jS^£ 
nS^JS < <h *> 1 tT U 5 > ? >ftm^^(D^T^-§)^ 7 7}S 9 CDt^fn^ 

mn. minmem^nwztm^v ^i?>immmifemm&$imm\z 
m&m<om\mwi tttvcrz z\ tf u a v >Rffim&<mm 
mi 2. miib^Q (D^rnfrizmm<D tf u ^ ^>«i»^«j^M^»#(3 


\zwm £ n§ mmmmimm®i<Dmmm]&ffl£ u mm 

H 3. 117}M6<ZHvfn^fEic©tf U5v>^itSWJ^»J^W#^ 

114. t 0 U^v>m^S#M^m#^»#ibT, fc!LU^>m2£&&&# 
ftitf£tt£lWG U #<£,tifc tf U ^ ^>f^H«fe&^K«ife#fc^-rs tf U 5 ^ 

115. tfU^v>m^W\ 5-7;^n^7^vjk #;ne:7- 

mite, tfU^^M^t; (^^>;k 5-^;I/^-d^7 7^;K5-fu), 
©tf U 5^>ftMg#3it (^h Hp tTU 5^>^t FD^t- tf (DPD), >?h Hp 
tT U 5 S^— if (DHPase) mS&-7 F 7° P tf^— tf ( 3 -UPase) ) fc<fc S 

^f^i»S^^;i/»r^fc^7>';i^-2- 13 c&^ig#Lfe*^ (-■-) £t 


i : i 


(1) k°U^v>f^MM«J^»J 

10 if § C i^T^, MWH«y t FPfcfU 5y>ft Fp^— i£(D 

PD), MykKDk°iJ5yt- if (DHPase) RtJf j8 W h*^p t!^ 

y P k°^— tf ©«K<t L-T/3 — ^7ly-f F7°P t!^->B6, 3 - V W F-< yg&& 
D H P as e S & fct i8 - l/-f F 7° P If:*:*— fctoSK £ 0 , £ n £ 

25 is>im%Mm<DMn£t£%mmwMfa^£nz> a mxu. m^mmwtv 

F 4^ 5x U >^mmx^ 5 „ 


fflj PP. 149-163 (1975) mflC^ : UM, RADIOISOTOPES, 41, 45-48 (1992)^0 0 £ 

\H(D^) ^yi-m^m\&-^z\tmx^^> 0 mm(Dm£&uny-> 

7°JltTZ>m^}Z, WLfcZ n~?h^77^ -^X^PY h^77^-ft 
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mmmmnnmm;mm (yuyy°m^ts). mmm, mm mm. 
m^mmz^xm ^^n^h^^uwmsm\\m^^^> z. t bx^z> 0 

n-X> ^^0»J;fyP«7^ ^H^7«, x>^>«, ^^>m 


mumu im&* ^immom^mizn^n^mam^^-r^ z\t%x^ 
*mw<D tf u ^ -sod tf u 5 vyftmzkmm&iEft 

1 gmSD P D0Sgtft:5r)7^ (Xte^5» £ffl^7tl§£\ ^ 

Pase©ffrBK:J:^T/3-£W \* (Xfcfc/3-^W MVf&BD t 
£fc tf U ^ ^MtitSMJ^fflll^tKZ)^^^ bT, tf U 5 y>ft||| 
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nx^^m^m^>y°jvtvx. fowi (in, 
jit-tzmGit. &U(DftMftffimi*mm^&z.t.\z^xmw>7ii*\z 

m^izmmt£ft% l3 co 2 m*MM-tz>fc®iz, mm^x vm^^y^nt^ 

yMlmg - 1 g.^Kttl 0~ 1 0 Omg©fSHT^tr;i £t^W£1^ 0 

( 2 ) tr u 5 v yim^mi^m 

^>f$at^©3tij£fcju «Tstf u ^v>im?s&®ifemm$:m^z>z\tiz<k 
•o xmrnzmmTz z. tmx^^. 
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t\z&i xmimmt & z. t & . 

7L\£B-77~>m^<\tt<Dmmvfm) £\^xwmzmm^n^> a ±&&mm 
m<D?%co 2 LTuf m&\z. itttoiitfKDimmmtiit lxrwzw 

tf u 5 ^>it^m^tzit^(Dim^omimmm^mzmux±u^m^L^mm 
ikmtm®<Dwm\z&^Tm$i-r%z\£.i)re%z>. rr^^mmmmit^nrz 

v >immLMfeWffl*mm u ^ m * »m $ mmrnm c o 2 
z\<dm&. m^z*miow) *v>imm^%w&<Do%, m.mmm 

tfu ^ i?>4£&yo£Lx\$. Mfomiztz2&(Dct)m&tmm-zftxf£z>\iij ^ 
mtiL7tm£ bx 1 3 c &;h nf^^tcSKift^ns 1 3 c o 2 <Dmtmm<D 1 
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aelTcT, (iOWS&^tLT^b KD^i^K^k Fn^>#©DHPase 
©Sg £t£Z>%<D L £ £ L T£#l*3 £1*5 5 D H P as e ©iSHfe&t 

#|*Jfc£>tf £ £ -r> Ix-T H^D tf if©SttMJ^T?^-5„ MOD P D 

^#£PftffiT3fca6£te, ±IB(i)fc<J;oT#e.nSDPDfiH4fc:(ii)RCX(iii) 
t#5tl§DHP asei£t£Rtf/3 -^KF7°D tf;f ^— - £ 

£#rt©DHPase^tt0iWfCfck S*^Jttt±ffB(ii) 
<D$teT-hfrT&£^\ ctDiE^DHPase^ft^iftt-r^fc^^^ ±|B(ii) 
\Z ck o T# £ tt5 D P , ( i i i ) T# 6 n<5 £ - <^ 1/< F 7°D tf tf S 

tifc zn e> ©f^»^®*jt^^ e> , tf >?>fti^@^<2?£i4£M^ <£@#n 
±&<D*%m<D tf u * ^^SHfl^cai^fetc ctnfcf, ^p^kd tf u s vy 
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ftm%mm<Dt£&&mmmz$ziz b-?)vm\zmmtz z. no&fr 

wmm£tti£-r%>z.£\z&'DTft5z\tii*v%z>o 
0 sl< rau mim<DW&wzmmznzm&immco 2 ®mmwi&mm 
u ^n^m^m^mmmmtnitr^ztiz^xno^mmm^n^o z 
<om&. w^(Dmmfcmmco 2 w%.& l3 co 2 ) ommmm wmm, mm 

^C«^tl§«X 12 CO 2 *fcD0 13 CO 2 ^©|iJ^ i 1 

\zv$v>%mfa\zM?zm^%mferz>z\£i!jt-c%2>o *mx?> 
mszmz. tf u ^ i?>mm®imtt&<Dmm\z-o\,*T^i?> tf u s ^v^^t/t 

>&mswm\z, ^®±.m<DWffijjmz4£~D xmkmo tf u 5 i?>imm&& 
*&m<D%mz£?i\z, mmz&m&<D*ktt;ft\z&i-fz tf u 5 v>^»^*f 

TS^PtBSMTrs Z £fiiX^Z>(DX\ D P D^ttg^D P DMtt{£T^&£ 

<z> tf 1 j 5. ^m^m^cd^^ # & tf u 5 i?>%kmm, 4*c±ib7;^d ^ 
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m m m 

m&femmznrc t° u ^ vyit&mt vx 2 favmm* 1 3 c xmmvrzo? 

( 1 ) tf u 5 v>fM^M£»J©i!§3 

1 ^y>')V-2- 13 C (Cambridge Isotope Laboratory®}) 300mg£, 0. 1N- 
NaOH/salineMc (ION 7miti~ h U ^AJ§^2m lfc£S&j&7fc£;&n*.T200 
m 1 (Cg^S) 2 4m 1 fc»fl¥U a#t3!j£LTh°U ^> ? >f^5ttajj£§g^J^i8 
fiU/c (a*fM4ml tC50mgO^7^;U-2- 13 C^tr)o 

( 2 ) (E) -5- tf-;w - r> ^ v;H!giJtf)ii§g 
(©^-(Z-ya^H-^-^^^tt^^^^^tlt^bTvtHDeU 

5^>^k Kn^V---tf (DPD) ©gSf£fc5, V*b^S#7^;W&&ifttfffi[ 
(Cancer Research 46, 1094-1101, March 1986, pp. 1094-1 101) 0 ^ 
m (E) -5- (2-7 D^B tf— ;W ^ ^>;P250m g £T =y rf A2. 25 g £ig-&U 

L&7&*£i&fr&U 4 5ml <D1fX^>v3 >iLTWS8Lyfc 
^»*a>l 5ml fc83.3mgCD(E)-5-(2-yn^:t:-;i/)-^^v;P^tr)o 

(3) mm 

^mm^}tLxm^^rc\i~7)ux^mi\ is (n = 3) fitfu^^M-t 

^#«»J^M^#L (50mg/body) (HJSP), 2|| (n=3) ItifclZ 

<E)-$-(2-7att-)V)-v?$')vmfemn&jfi, (83.3mg/body), immmz 
lmtmmiz, ¥v$v>ftmmmmmw&i&mto& j *vrci (somg/body) at 
®m: ^>^yMxm^^)vmm)o ^x\ Ms^fc* HU5y>Mwij 

fe&M<D&-$m£&-¥& (15^, 30#, 45#, 60#, 75#, 90#, 105#, 120#, 135 
150#, 180#, 21 0#, 240#) 0§»^$glS!l, P^^KSI^Sttfc 13 
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C-K&#X0»g£GC-MS##rge (ABCA-G, Europa Scientif IcftM) £/BHT 

mzvit. mtmvmR (-♦-) tstmt (-■-) ©^££frirt0 2 ^ 

<5 13 C<fi (%o) (Pm* 13 C0 2 / 12 C0 2 MJ±) i»J^^(D^W^0P? 
fW>:^<7)<5 13 C*1 (%«) t©HT^^A 13 Cflt (%o) £^-To 

O 2 £ *i£ $ titcifi. A&mzftfc Vtc?? y;WISftr^ 

^ *s)v-i- iz c tfiEmzim-zrc?, y ? 3 c #w^#i*£nw<5> n 
mmm 1 5 ^v-i- 1 3 c ^m^t vxmn&^mmo tr u 5 ^ 

( 1 ) If U a y>«tti^J©ifi 

^7^^;i/-2- 1 3 C (Cambridge Isotope Laboratory SO 300m g£, 0. 1N- 
NaOH/salineM (ION 7k&ffc:J- b U ^A«2m 1 fc£JS«7j<£i)n;lT200 
mllZMM) 2 4mIi;giU 7K»^.T6 0ml (D^Pffl»J^LTt°Ua 

3 C^tr) 0 

(2) ^jfc 

^»tfiLTM^$^lf-^^ffiV\ lf(n = 3) (C±f2 (1) T 
ii^L^lfU^^M^^ttlPiJ^^J^MPg-^L (50mg/10ml/body) mmffl, 
2m (n = 3) fctftic, «^!il (2) <h|Wia(CLT»bfe(E)-5-(2-yn ; et: 
- ;W _e7^, >;1/W j^p^ L (83.3mg/15ml/body), 1 mmmz 1 If iHftfil;: 
tf U 5 i?>ftWmmi\l£mffl&mu&J§>Vft (50mg/10ml/body) (JtlSEp : tf^v' 
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m%mi<D&$-M£&*m 05#, 303% 45#, 6o#, 75^, 90^, ios#, i2o#, 135 

ft, 150#, 180#, 210#, 240#) O^T^SSItU, ^4UcM:$tl£ 13 
C-^g&#X<B»g£, ^JfiMli^t'LTGC-MS^tffgfi (ABCA-G, Europa 
Scientific^) fcfflwriffl^b&o HJE^CDijgm (-♦-) tmm (-■-) 

mmmznfco insoii*^, -ecog-^sifcjwfrs 
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m # <d m a 

s h(o&it\t*®mmn*$>z>m Mm i lets© h u ^ ?j>{mmvm\femmo 
^ < t fe i 5 mim 2 \zmm<D tf u ^ >immmsmm. 

M 5-7MnytHn^77yJk ^bFn^^>;k ^hFD^s 

s«R£n&4>&< i m^sit^ 1 7i?M 3 cubs© tf u 5 ^xmrnvk 
5 . c £7tttoc7y>& < t i ^mim-emmznrc tf u a ^Mt^t&s 

7 . 1 6 ©wrna^iBSc© tf u 5 ^>^m^^wmmm^mm. 

8 . if Mm 1 6 ©ViTtl^f'iaffe© tf U 5 v>^»WJ^»J^ W 
9 • 1 7}M 6 (D V i-ftl/^ KlfBifc© tf U 5 ^ >ftSifiH48!)5£S88!l 
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1 0 . SSJTT § tf U 5 ^ >ftMm&&* v k F p fcf D 5 ^ >TkHn f-y— 
if, ^ t K p tf U 5 if&tf 0 7°P tf^-if J; 0 <oS 

tfaSc© t: U ^ v>ftft^tt©$J^}£ 0 

5 ii. m$<m i ftM 6 c^-f n^cfsite© tf u 5 ^ftifsttaijesgaisti 
mmteteftgowmmtitftitrz n ^ s&s, mm® t? u ^ vM^^it 

1 3 . §fW<3t 1 7!»M 6 0liTti^^SE«c© tf u ^ pyiXM^mmmi^ 

15 &t>nz&mm<D c o 2 wmmm&mi%&<D c o 2 ^m^»j<hMit-r§ £ e> 

15. t°u$^>««\ 5-^;^p^^v;k ^^-;k fDV^rp 


25 



